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WRO^»*<ST«>I8(H 4: U"C, 7-* !>—... ■.tM' (Ri ley-day) 3£#|i¥, v'-Y 
-Y • ^=7^— (Shy-Drager) » S'ae — ^l^V (Sjoegren) IM'S 

^S^, - ^3^y>- (Stevens- Johnson) Bg2K?3fg£S, 
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(DMffi^n— i&titzt&fm xh s #\ «<d^&* S m~t3M4k&R&£ ^v^c 

^B^P^^M^i; its fP^^fc-^^A^i; y 
±|BUfc<k5^> BS^*5<fcU ? K^-f 7VS#^bf^ femfDwMf&ft^ft 

mmx^ < > ^^s^iaafefc^x.. ^±x^m^m^z^ t <oxz z 

— # N PAR (Protease-activated receptor) f± 7 |E]JgWjIM<£> Gl S^t&g: 
5 (Hollenberg, M. D. , Trends Pharmacol. Sci! , 17, 3-6, 1996 I Hollenberg, 
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M. D. ; Trends Pharmacol. Sci. , 20, 271-273, 1999) „ PARtt/nTT^ 
t)*BJ&^ KX-f ^©fe«^ON5^|f|JtirCil!J»f*tK *f UVAN5feiB%f|ffl 

S^fCtD. S»fr©igttftS^jfi r 5 4, © ^#££>iT,W5 (Hollenberg, 
M. D. , Trends Pharmacol. Sci., 17, 3-6, 1996 ; Hollenberg, M. D. , Trends 
Pharmacol. Sci., 20, 271-273, 1999 ; Vu, T.K. et al. , Cell, 64, 1057-68, 
1991) „ 

PAR|;flPAR-l, PAR-2, P A R — 3 4o J: TJ?P AR — 4 

^»s#ffiu *n^ftm&&mftz>zk*m&istix\,^z> 0 par-k par 

• - 3*Ji0PAR-4libPyt^aoTm^ (Vu, T. K. et al. , 
Cell, 64, 1057-1063, 1991 ; Hollenberg, M. D. , Trends Pharmacol. Sci., 17, 
3-6, 1996 ; Ishihara, E et al. , Nature, 386, 502-6, 1997 ; Kahn, M. L. 
et al. , Nature, 394, 690-4, 1998 ; Xu, f. F. et al. , Proc. Natl. Acad. 
Sci. USA, 95, 6642-6, 1998) „ PAR-2fihy^>^ (Nystedt, S. et al. , 

Proc. Natl. Acad. Sci. USA, 91, 9208-12, 1994 ; Molino^ M. et al. , J. 
Biol. Chem., 272, 6011-7, 1997) *5j:trHJ^— t? (Molino, M. et al. , J. 
Biol. Chem., 272, 6011-7, 1997 ; Fox, M. T. et al. , FEBS Lett, 417, 267- 
9, 1997) KXvXtBmkZnZZ £tfW§LTV^ 0 

- PAR-1 (Vu, T.K. et al. , Cell, 64, 1057-1063, 1991) „ PAR— 2 
(Nystedt, S. et al. , Proc. Natl. Acad. Sci. USA, 91, 9208-12, 1994) N 
PAR-3 (Ishihara, H. et al. , Nature, 386, 502-6, 1997) fcit/PAR- 
4 (Kahn, M. L. et al. , Nature, 394, 690-4, 1998 ; Xu, W. F. et al. , 
Proc. Natl. Acad. Sci. USA, 95, 6642-6, 1998) <DT S&S3ffl±'X*<DW\Bfl$ 
{fc3S*n6)*VGi3tK PAR-1, PAR- 2*3j;tJtPAR — 4fcHUTI±^ "TO 

frl/O^S (Vu, T.K. et al. , Cell, 64, 1057-68, 1991 ; Nystedt, S. et al. , 
Proc. Natl. Acad. Sci. USA, 91, 9208-12, 1994 ; Ishihara, H. et al. , 
Nature, 386, 502-6, 1997 ; Kahn, M. L. et al. , Nature, 394, 690-4, 
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1998 ; Xu, W. F. et al. , Proc. Natl. Acad. Sci. USA, 95, 6642-6, 1998 ; 
Dery, 0. et al. , Am. J. Physiol. , 274, C1429-52, 1998) 0 

P A R - 2 %j\"t ^mi&ft^f-r^CD loi LT N ^ J v- b —/V 1 , 4 , 5 - 

Mj'y yi (iP3) ^it/^n^-f ^^r-7--ifcm^?g'l4'fb;^fetiTv^5 

(Hollenberg, M. D. , Trends Pharmacol. Sci., 20, 271-273, 1999 ; Dery, 0. 
et al. , Am. J. Physiol. , 274, C1429-52, 1998 ; Zheng, X. L. et al. , J 
Pharmacol Exp Ther, 285, 325-34, 1998) „ 

PAR-2illLtfi N #zfefc]& (Cirono, G. et al., J. Exp. Med., 183, 
821-827, 1996 ; Kavrabata, A et al. , Br. J. Pharmacol. , 125, 419-422, 
1998) , Wsk^XXf^,W<D^)3^m^miPM (Saifeddine, M. et al. , Br. 
J. Pharmacol., 118, 521-531, 1996 ; Moffatt, J. D. et al. , Br. J. 
Pharmacol., 125, 591-594, 1998 ; Cocks, T. M. et al. , Nature, 398, 156- 
160, 1999 ; Hollenberg, M. D. et al. , Can. J. Physiol. Pharmacol. , 75, 
832-884, 1997) %VX^Z> 0 P AR - 2 «H«A?:Jlis /MBk l£/8k 

TO. &!8&£Tfffl^<0&^&ft&£frX^& (Stephan, K. B. et al. , 
Biochem. J., 341, 1009-1016, 1996) 0 L^U P AR- 2 CQ^^^.^p-f- 

(-ttzfr-h, r^~*h) &mmmimftm%m-rz>z. ttmwtsfa 
%%mm*mm-rz> ^ t & s ft t-r% 0 
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mitts 4 ^tT3j?K:*5»tS P AR- 2 7^ K<£>7 y h^fcfrifcfc: 

ft1-%lEfft&7FlrmX*hZ> 0 **P<0.01 vs SLp-HN 2 (Tukeyx^ h) 0 
H 2 fci x <Y ^ tf #lC*5ft 5 PAR-27^ h K-JC j-§75/ 

5 ^jtit#ffi^g^#tt^^-f-BI-C 5 fe^ 0 *P<0.05, ~P<0.01 vs ^(Tukey^X 

Ho 

i5 (2) ^^^KT'fcs (i) mm.(Dmm^mi&mm.mm. 

(3) ^7°^K#\ Ser-Leu-Ile-Gly-Arg-Leu-NH 2 (IB^IJ^^ 1 ) „ Ser-Leu- 
Ile-Gly-Arg-Leu-OH & £Vtrm8-Z'>"?*e4 A'-Leu-Ile-Gly- 

^KTfcsri&tfffcfcirs (2) wa«cDri^»iSms5c^ 

20 (4) j£#as*>v<*St-C;fc5 (l) lB«<D^^v{Sii|a^^ 

(5) *>-/<?mtfhV7^&£Xfi/ttKhV-7'#-r-l£-e$ > 2 ) (4) SB« 

zk&ffikk-rz (i) ~ (5) <D\,^frfri<>\£mffi(Dmmftwi&mMj&i®), 
25 (7) mm^yf-v-^ > t zz-k t-tz ( 6 ) ?b«<?> 



(7) op^^xta^^, 
(9) DDsft^SftTv^r. (1) ~ (g) ©vvfjft^i 
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do) m&mummkt$frx\^z.h*m$Lh~tz> a> ~ o) wrn 

(11) 8Ma«fc5r^tfi:t5 (1) ~ (9) m^^lo 
h 5 ^ £ Sr^ifc £ (11) fB«cD«^Miafifefe. 

(13) mmmm.i&w=i^#t his^xm&WR, a^^b^xw 
a, sfcf±^^^^ h uisxmffiftmvmm^hz ~ tz&mt-rz (id is 

(14) ( 1 ) ~ ( 8 ) 1 O^ISm^^^B^jim^ Sr**^ 

(15) ( 1 ) ~ ( 8 ) m^-fthfr 1 ot|Bl©iMW^I:M 
\m&1-Z> <£ 5 i-, f£*£fc J; t>V^ r. k1rZ> (14) IS« 

15 ©ny^^M/yX, 

(16) ( 1 ) I ~ ( 8 ) <D V ^-rthfr 1 o (^faife<Z)^^iSiim^ £ra - 

(17) Bg^m^ N k^t^\ ^Mii, fimmm&tz.n%km 
25 f^^Ks mvfc-B-yatet* z a mm-n, par- 2^14 

(Vu, T. K. et aL, Cell, 64(6), 1057-1068, 1991) \Z.m^X&]8,&tl, t 
hPAR- 1 [CM = * h ffrfS Sr^f U (Hollenberg, M. D. , Molec. 
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Pharmacol., 43, 921-930, 1993) , P A R - 2 L^V>7 hffcffl 

#S£P ^>^"C V > 5 Ser-Phe-Leu-Leu-Arg-NH^^ 0 ^ K QE?!I## 4 ) 
(KT> TSFp-NI^J i:V^5o ) (Kawabata, A. et al. , J. Pharmacol. Exp. 
Ther. , 288, 358-70, 1999) % =7 y h P A R- 2 <£>T 5; J WSSM (Saifeddine, 
M. et. al. , Br. J. Pharmacol., 118(3), 521-530, 1996) £«9 N 7 2/ f PAR 
- 2 l£*f L7 hf^ffl Ser-Leu-Ile-Gly-Arg-Leu-NH 2 -<^ K (gfi 

M#-^l) (£*T\ rsLp-NH 2 J £V^5„ ) (Hollenberg, M. D. , Trends 
Pharmacol. Sci. , 17, 3-6, 1996 ; Nystedt, S. et al. , Proc. Natl. Acad. 
Sci. USA, 91, 9208-12, 1994) % SLp-NH 2 ©C^^T 5 Kte£*VO^j^Ser- 
Leu-Ile-Gly-Arg-Leu-0H-<^ K (gS^J## 2 ) (UT, TSLp-OHj k^0 o ) 
Uit^PAR 2 ^Wicmtar i^^^^-cv^^trans-^^-T 
/WLeu-Ile-Gly-Arg-Leu-^— ^ ^-NH^X^- K (Ifi^J#-5§- 3 ) (£*Tn 

rtcLp-NH 2 J £V^5c ) (Hollenberg, M. D. et al. , Can J Physiol 
Pharmacol, 75, 832-41, 1997) m&mfhtl% 0 £ PAR-2W5 
m^^tli^(D-7v^^^hh, PAR - 2 

tiy<^ K£&<5 rT«^^ 5 o 

@* ©ll?r x V^©^©^^oTPAR- 2 £i&t£fc-f Sh^C 

ovv-c*^ u^ymiiiaox, PAR-2?r^-fb-r-5^^#T i b 

£ v \ Mi «\ PAR-2 <t tmmm t (D^ms.\m m&.mn^mx(omm 
^tcnmm^v x^-v^^ p&mm ^xmgftKWim-rz ritaoT, pa 
r-2 kms-tzwtt*? y^ymr t^-e#5 0 PAR-2^t 

5 fc t j" <5 P A R — 2 (Offish te£^X3\£&^£tlZ> 
?gf££:^<b LT, PAR-2 %ft^%^y±sVfcm*mM'r V — 

VEm^-rmw.**? v~--^yi-%z.k&x%% 0 par -20^^-^ 

-C^T ^-fe-^ fi N Hollenberg, M. D. , Can. J. -Physiol. Pharmacol. , 

75, 832-841, 1997*5 J;7JtKawabata, A., J. Pharmacol. Exp. Ther., 288, 358- 
370, 1999^fBi|c£;ft/-Cl^o »»LTrtiMf5iI (-ftefrib. 
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xJi\ Hollenberg, M. D. , Trends Pharmacol. Sci. , 20, 271-273, 1999. Dery, 
0. , Am. J. Physiol. , 274, C1429-C1452, 1998 N Kawabata, A. , J. Pharmacol. 
Exp. Ther. , 288, 358-370, 1990£r#!f.CDi: t ) 0 



20T^ymmm, j;9^b<fi5~i sr^/^sssratr, ^^m^ 

V\ Ktt> ^X.^, Carpino, L. A. et al. , J. Org. Chem. , 37, 3404- 

3409,. 1972^fEt$£tbS «fc 5 ^O^^toTMt5 3„ 

Mftf^ ^Jil^yMrfflWS^f)^ (Iga, Y. et al.., Jpn. J. 
Pharmacol., 78, 373-80, 1998) & if©^*P©^fefc Lfc^ot, l^tSii 

20 ifmn (Dmwtftwm&M^ par-2 £ -s- s 

fccxm&mifcztizb^zxtehzr^ mn^^^-wmwm^^ o. o 

0 1-5 011% #1-0. 0 1 — 1 oMA%k-t-%^ktfx% s 0. 0 0 1% 
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2~4 0WV» #£L<fi3 
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S*-jyr % ^ a^^^7 5: ^ N N, N' -i>^y^nfl/yi?7 5: z/ 

^<d^-^t$^, hD^w^y, m;^/vt$^ ^y^y. t'njjy, 
h y y -jvt % i^m<Dm^MT 5 ^tvs 0 mmmt ltj*, mz. 

0!*.fif % =¥6^ g^, SJfes M7/^P||i, ^—/i/g^ fa^ik igtfit 
▼ W^Si, Slf^ =i^^ife, !)y^ ^y;*/^:/^ ^ 

«:JB^5*£\ ^W-^yk ^-Tfc57^^fyf^lfti:ff^fc 
SV^fSi^Sr.Hij:^ p AR- 2 Sr^^-f5^©mSf4^i*«6«i: £ 

*»W©^d*l^»Ott4-^5fei: bT, iPg4, SiJ5j5r&-*k 
«fJSIg^ i5SrtJS:#x &T&#, B»rtiSJ^*5igJSlRTt, 
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L<(ilOmg/kg~100mg/kg-efe5„ £#i£¥4rfT$4B"£\ 

2 ju g/mL~2 OOy g/mL, «t 9 0* U< 5 Mg/mL~l OO/ig/ 

=c v v/v^fijs sasau fi^*5 i ti^v-P y^wfltj&sfc 5 s ii^wi-i-s r t as-r? 
ft, Bmmt, tmwt. mmrnt, itwcffsritri^t 

-hfS<D^JM^OV>T. »K7J'^!i^!)-^TA (DDS) 

20 (hn^ s-t&e^) , m^snmmmmm, mmmm& 



.5 



OlPf^fll 3mg/k g~3 0 Omg/k gC0f5ffl^^b<. J: «9 
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dd s K&mx*%%tfmt um % mft*. f# nx^^ h y ^m^i^. ^ 

?VT 5 h\ ^^DW I^|f#: N tfVTfV A<$mfa 

(t Kn^->7°n tVMf^t/Hn-^, t Ru ^rS/'T'n fcVUr/i-n — ^ N ;& 
(fc Kn^v'^'p tVi^^^^ir/^n^-^.^^ V— K W^.~7 $ iVMjVxi— * x fc 

ffiffi t*# . *° y r * y ^n&fig&tt p j&&jig«> 3 v #j £ l xmm x% 

So 

*p©5W^) wet, ie^fij N a-^^^^ak Ms mmk 
mmu mmmm. mmmu mm* mm, &im. mmn. <$mxm. 
MMimL f&m. mum. m^m<om3m*toz.ximrz>zLk& 
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>\ 

t K p ^iX^ p fcVUr /l^ p — ^ \ 

: ^7 p^t* h y v N x^y^-zK ^°p ei^^y ^— /k *°y 

^ : P-^-t- h y ^°y If^/H^P V K> s ^f/Vt/^^, 
7tT^ T/^V^ h y 1>A N 
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SRTIBtt^&So Miff, PAR - 2 K^$,51^ 

20 SClfcaS&jfjft-cV^ (Godin, D. et al. , Eur. J. Pharmacol., 253, 225-30, 

1994) „ t^oT, PAR-2&mfe4k£&%&ft*&mktLtcn^irzmm$: 
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^sr^m, ^tbbcD^o»a«. ^m^^m-f^mmxm.% 
fcmnvmmftwi&mmmmzfrm^mm^zzo ^.mmmmnit iym. 
5 xfiftk.yvxt-n. ^y^nu ^y^n. T-zm. tts 

(Transdermal Therapeutic System) mm^mf bfhZ. M§P{4t Utlii 

v^p-n. m-tm, ^v^nu ^y^m, y—zm. tts»j#^^^ 

io • &t z>mM*$$ir 0 

m^w^^ir^m^mmmKm^h^^mm^]) ^—t lt(±, tp 

TP VA^mmt LTfi, (y y) 7^ y^®7;^;vx^T;Hri^i:t5 
15 (*) ^^W^MM"?^^ TP V/^mTA-^r/^^T/^i. 

urn (yy) tp ^/umT^^^-^^t^M^^^y-^— <o&M&tfcx 

feoTU^. -tfB (yy) Ty v/^mr^/^^T^^tir^ m M 
&fc<DMj$f&fttp, (y P ) 7^ P /i^T/t^/^^TV^fiJ^f* 2 o mS%£A 

20 (yy) 7^ D/l'iT/l/^/^^f^i LX(4, T^y/^^^/K TPVs> 

g&TA's TPVAtitjyzff-A's TP V AStt^^^s TP JJ/Ufiferi-^^vK 

t p y /nfe— 2 -if/i^w, r.y v A^m-t y $~p t p y A-^-r s-'/k 
tp y ^ai>f yf^/K Ty y •> y >k ^y y /vg^^r y /k y & p v 
. a*&* 9vk y y y y A^zf=f-^ y p p y y y^/K y * y y 2 . 
2 5 ^ y p y A«>f y ^ ^tk *ppy A-mfis;^ ^ppv 

yum-f yfwK y y y y /vg^ 9 y /k y y y y /'«^t7 y /i^s^f 

±i3<D*S^pTtg^y^-i: UT»'i'^t4^y^-W*L<, m*-t£> fill 
^m-^/H§^?rW1~6T/^^= 3 rv'S^-atf^y^-. 7KSfeS.Sr#f-5*y 
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9v^*7VK T?V /HM h ^r^xfi/y^ y -a—zis^xT/K 

9) T9 V fVT t Kx N-^/UT ^ y /KT 3; K v?xf;i/7 ^ y ^7- 5 K^<E> 
T/l"^ (^) X^>J/VT5 K /h^f/kT^D/l'T? K s 

^ JJ/i^/M^gt ^;v*^nt> 7^U W K '6^) y o-f 

Z/^/u^x jvmrr h 7 fc Ku ^yu^ y /i^h^-tvk 
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z<Dm s ±mz-hm^ ; -^—u^s mtv-^ mm^-^ /et°ty 

O'C, 5~1 0 0B^RJ&3**Uf±V\ 

1^ h/Paci^ ^=¥1?-^ ^"7 9^ gfEg^fvK g^^t Kra^jc 

i' -rytf* n^fy- i h p ^) ..2, 2' -7/t^ 

( 2 , 4 - v>y TA"* is V = h 5 ^) «^mS^MM#J £ b 

LTx ^¥ 9 - 2 0 8 6 0 5 -5§\ 10-94595 
^ 0-9 4 5 9 6# % #fl¥l 0-2 9 8 0 6 8 #*gfclfB*&<**l<5 «£ 
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• jfe«P#4:-UT-»4, t^ny, *°y ifeffcfc^/K W y i£f b tfim 
@¥^-fe^n-^ s xf/i^^p^ % RTMfcg^fc^ A— ^ft; fc-^^fi-a^ 

> - B^fe^=/u-*fi-a#- 1^' — 3 y^FWig^ *k y « x^w^j-TKy^c 
i¥io-3i 0 5 2 if#l) „ T/v%=-p^—h^(oy^^J> > ^mmT^ 

bXffiV^t>«tV\ ^Wfa^m^k LT»2 0 0 0 ^mTOMKs 2 — 3 
O 0 jimj&SJ;>}jf$LV\ 

HSftx-7/^3 yiifewif • 
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m u nrnz^xwrnzm^-r % - 1 k £ 9 , ^^cD_t^^©J¥^^f^ij 

(DW-^b LTfil 0 0 0 /zm^T56W*b<. 1 0 » m~ 3 0 0 umtf*.*)^ 
-f> ^«tfc}#^T-r^^W^S>So Aff^-^s 3 m m~ 10OO/i mtf> 

m\zmmi-z> (ofimt. b < N 1 o ^ m ~ 500^ mcDF^iiiH-s ©a* ^ ^ 
xm?£ z 3i£*3ijss&fift^ i~5o mm%t>miz u < „ 1 ~ 1 0 m*% t'-r 
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•^/uifct.xy/K s^vih?/^t*-k mmmm^xT^m. wio-i 
7971 i^\zmm<vmtMm&m^z>~k&-c$, ^fih^2m&,±u^x 

=— (l-dodecylazocycloheptane-2-one) „ ^ I^-OH^ ^-^l^W-A 

p tVK ^OTM^^y ^ y i? y k n ^-y tvwoh, 1 - ^ ^ /k d - y 
^^m*. 77yM>, -y-y^/^ y^^-^^/^/^dr^K^ v^^f- 
r> y s: k\ Kt^/I' t° p y k>\ ^fyy^ tr h — /k % v» y t^t-z h t 

^^-/i— 2-t°a y y°Pt°l/^y =2— /i^^W hfrZ>„ £7c, ^JLUB 

^^^JJbJKjSjT/I^ — /K ^V^T^y-g^ -^Vu^yi^ ^y^xTJyg^ ;* 
^PtVK ^r7yyi7'f;K *"rT y >Wt9 $ V /K ^f7!)yi^!)^f 
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(DO. 00 1~10% ^KftO. 0 5~1%T'$>5 0 

^Og^IfcMJ&flfi: LT#gl¥9 -7 76 5 8t, #i¥ 9-1244 
«ffl¥9-l 7 6 0 0 0-§\ #PJ¥9-3 0 1 8 5 3-5§\ W9~l 6 
9 6 3 5f s 0-1 3 0 1 7 2"5§\ 0-1 79 7 1 1f, 4#HS 

5plO-298067-5§\ WfflW- 1 0-3 0 6 0 2 3f, 1 1-9 2 3 6 

1^ i|#§pPl 1-1 0 4 2 2 9^ #^¥1 1-2 9 2 7 9 4 -S§-^fHlK £ 

BI^Bf S#S4^JO*&^^ 0 . 0000 1~50w/v% b < tt 0 . 
0O01~5w/v°/oit5ri^ N #1:0. 001~0. 0 1w/v'%i:t 
-5 (D UV\ 0. 0 0 00 1w/v%i!3 £ StJ£-f 5 iK^^^iif^ 

ffltfSffifc^frfcV^fBtfe^fc 5 > 5 0 w/ v b$UR>'£(D 1 b<DV>&M& 

m<Dwmm^t>fi^mm^^. sfc^ *wMB^©igSflEf*2 3o~4 5 

0 mOsm N b<« 260 — 320 raOsmi & 5 «t 5 fiSH^S ©# s fr* UV\ pHtt 
3. 5~8. 5 N ^L<{±5! 0-8. 0 3ggti-«©^«tV\ 
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i-±^mmm is^mgiz 7 &mMkw*>tiT^z> 0 ^mm^m^ummn 10-3 
-biabfc^ijM^ov^r, K7^^fy^!J">^TA (dds) <D&m&&m 

SfettKSftttO. l/ig/h~10mg/h«L<, Ug/h-lOO/ig 

0 1~10w/v%, iftKfiO. l~4w/vl ^ElflKiio. 5~ 
2w/v°/oif5©iiUV\ 
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&£&mfcvt&w?m(D'Ma<Dmm i^ct, ma* «>k mmmmM, mm 
t&nk %mm, m&fti mmk &&m. mi^ © wj^D^-c^tts ^ 

: I7i? y y N ft^7 / y if 5 0 . Zf^^f-^— ^> o /K 

/wKy-r— , ^i/^iiTk-^w^AKy N /Ky^-^fv^^i^^-zKy ^ 
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?#*RM : ^77 y VBfrrjT* f& A N Sift; t y /i-y v 

tfy rffy y^w<— b 8 o, 

^- /k r^h-/K y^^ ^-ryv-/^ „ 

t^77^': ^^77^ F^t/*-/K x/vzrj y^-f-y— /K ^y-fV^ 

vV, 7/1^77^7^ ^77^ h*ci/^ */V7 T * h^H'V 

^M^p-r : -r^Kyy-y^, ^P7xt^, 777/07^ 
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^fc=a y i^f|t| : Fvt7/^P^ K> ^k7/v h C2 f»7 A. h a b?# 5 h\ 

m$Bg£m : mtv^—^. -t 1 ?**-??—^ zfvtv-ii/, 
15 «bit?j : m fp*^ t° >\ 

f-^f=i N ^t, S^a^ 
S**fcJ:t*ifrilMtfW : P«^h-/HK> tf^/Hlg, /MBfc a—* y 

20 #t y yx^ y 7 — ^Sl : * ^/H*Bfe*:*-* f^^o 

, ^§VA, fcf^5>-C, .t^^E, t^^y-B lN B 2 % B 6S Bu^fett-ttb - 

=^fyia /^ffyia bf^^^-to^tf^^^^^fflT^s- 
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^m^MU $ ^Afc i XP£<D&&m± 0. l~10w/vl i^tL< ti 
0. 2 5~5w/v%T?fc»J N t'^^ VB^iTjt^fl^fiO. 0 1 — 0. 5 
w/v°/ck #*L< f±0: 0 3 — 0. 3w/v°/ofM> tf^.5^B 2 *5j- tP£<Z> 
^^(iO. 0 0 5 — 0. 3w/v% > Jff^b<fi0. 0 1 — 0. 2w/v%-Cfe 
tJ N ^5yB 6 *3j;t;^©fifls:|iO. 0 1-0. 5w/v%, iiff^b<{iO. 

0 3—0. 3w/v%-e$><9. t^^yB 12 jJio'f(7;ii#iio. ooooo 

5 — 0. 0 0 3w/v% Iff L<(10. 0 0 00 1—0. 00 1 5w/v°/otfc 

"5 s fc^^ve^iwo^^fio. oo5~o. 2w/v% ^<fio. 

01—0. lw/v°/ot»^, fc^^^E^o«fct>^©^#:{i0. 00 5-0. 
2w/v% iJSLOiO. 0 1 — 0. 1 w/v%t'fe5 0 ==<fyi7 5 Ftrffl 

0 5 — 0. 5w/v%if5©«U\ 

T^ym&*&m<D7k&mm&mz^zi£z>fcmr^xi^ w&a*^ 

fcittO. 0 5-0. 5w/v%tt5©MU\ 

*=f-;\^;vxi— ^ N j)?1J lf=^7^3-;K ^/^^f/^P^ ^^^^ 
tf^t^So *$8t£SS#^©«g&i* 0. I~5w/v%tf5©^t<s $ 
fcfcfiO. 3— 3 w/v%i:i-50}5S»4LV\ 

LTWu #l*Lf^ i£<fb^MJ?i^ igte#A~>r>A N itfb-r^^? 
«ESH-M?.!?^ »*/i^v'!>A > Mhr^v^^ sg^hy^A, ffi 
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.**W©BSJa9fia!^WIJc» x WM^V^t)J;<, Cliffs 
M^^y v^K ^ ^ / >— /K by^T5:/^^^> *r ^ — b — /K j^^ - > V 
*y^\si/y>v\f? y^ey iSi««^;*7Vy y ^-syzK y ttz/^ui/ 

U"f y ^-^r^.^^i/^y^t^ v. *° y ^^v^^- ui^ey ^t7!J/k 
api/xfi/y^ y ^-df-i^rn ti/y^ y a— AW**/ bfr5„ . M.mmm^m 

ZDbtix&ynmztix^z. ^tvtt#s»j©Miio. oi~iow 

/v%i:t5©«t<, 0. 0 5~5w/v%it5©«L<, 

£ Ictt 0 . l~2w/v%i:t50^i»l&*U\ #®?£t§-#J b UTfiflfelC 

#£0 £ LTI*x :7*y— ;K ^7^^S#Bfe^^^-^ 

*$<D°7^y — A^k<^dW< 9 pp7^;-/k y°n et^y^y a^ot^^— 

ViUfflft o . oooi w/ v %~ 5 w/ v %roK-eSB$4i~5 <Di>mt. b< , Mi 
Ef&Ty^~!7^i^ /N°y^v^S#^^^/K /^t^^Ifi^^/K. 
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^^/l/-?-*- /K f^af-;K X^vW^^J', 7°ntVu^7^y, xf>^ 

rf?- Wile j; SgfMlf 5 K^TVfcfi, #3§W©8I 
TktMg «r|£3 * fc: % ftBi^l 1-2 946 3#»c|B«$tL© J; 
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ga^-e# 5#®^tt^iJ©fif* o . ooi~5 l< x o . oi~ 
• yisyxmmmu =iy?? h^y^mmfrm, =iy#? yuyxm 

329-80358 ^fat&O-^TkttlfciOS/B t^X/WfSk 9-1 24 7 1 

5 2 - t Fn =3f ~> jx^/t^ ^^PW j^M-a-ffc. 9-1898 

8 7 ^mm<Dmm $#in§¥i 1-1972 3 A^m^mm^y— 

^y^ift, WM5p9 - 1 0 1 4 8 8-^-|E«cDj3gaSX^i?)«^nfct K 

-7— N ^-y =r->t3dff-^/>T/^i' (^) y i/— b3R^EV-r — y^y 
n HUM v *5 =fc 0, -y/K t K p iffr %Kfty7Mv yx& w—m \z. 
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¥8-24 3 2 5^ Wll-240 1 O^XWm^l 0-3 3 9 8 5 

<t par— 2 £ ^ 5 h . f- \±^;v^omnmm %m 

MMM l 

*$£m(DP AR- 2 ^«$^5s5c^feS#S-<^ R£r, <k£q(D;Mfe 
(Carpino, L. A. et al. , J. Org. Chem. , 37, 3404-3409, 1972) fclSpCT-^* 

Ser-Leu-Ile-Gly-Arg-Leu-NH 2 (gE^Wrl, SLp-NH 2 ) 

Fmoc-PAL-PEG-PS-resin (PE/M ^i/^ fAX) lr 1. 33g (0. 17meq/g) U - 
*Uc^fA*^A7§ Kl0mLSrJDx.T2~3^FKScSU j*»Sr#3R£*fclk 

±§d,Xmzm tt^/f K^£ffl# 7^MU- Fmoc-L-Leu-OH 
283mg(ffAK0). Fmoc-L-Arg (Pbf ) -OH 519mg(PB>'V;$-i/';*7 i AX) x Fmoc-L-Gly-OH 
2i-'8mg (BACHEM) N Fmoc-L-Ile-0H 283rag(WAK0), Fmoc-L--Leu-0H 283mg (V/AK0) N 
Fraoc-L-Ser (tBu) -OH 307mg (PB^ t^fA X) l:|®fl^l U £ 
HATU(0-(7-Tlf^^^ h V 7^H/k)-l, 1, 3, 3-X h 7^/l^t3 = ? A 
^3c-9-7/^vtSsX-7^— h) (PE^-f^^AX) ^380mg^nx.7Co ±!B©7 
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' V^T-a-fifeSrtTo fro Vtc^y^- K-«HB £rTFA-H 2 0-:7 * y bHy^ 
p i/(8. 8 :0. 5:0. 5:0. 2) <^M#^"e 3 flfP^SLfc^. ttlSSrttifi 



V©?S<t$&SI*rffV\ Ser-Leu-Ile-Gly-Arg-Leu-NH 2 ®B^lJ#-^-l) 2r# 

fc 0 

. Ser-Leu-Ile-Gly-Arg-Leu-OH (SLp-OH, @a^IJ#-^-2) 
Fmoc-L-Leu-PEG-PS-resin (PE/M ^iX^T^X) £rl.00g (0. 21meq/g) fsffljl 
10 • • U tjtfci^ fWA7 5 F10mL^Dx.T 2 ~ 3 B#fiflifc» U Mm&BMiS 

Fraoc-L-Arg(Pbf)-OH 519mg (PE^^f ^"V^ T 1 - AX) „ Fmoc-L-Gly-OH 238mg 
(BACHEM) v Fmoc-L-Ile-OH 283mg (fn5fc*fi^XH) , Fmoc-L-Leu-OH 283rag (fP 
itmm^M) s Fmoc-L-Ser(tBu)-0H 307mg (PE^t^fAX) fctO^flCfl 1 
15 »U i^^HATU#380rag*qx.fc o ±&<DT % S8t&C$&%frbmiZ&' < * ^X 

felci^a-^^K^flk -tCftHPLCjcfifeLKWlb/t:. #6Jx*:®^**ISftj!ft 
LT, Ser-Leu-Ile-Gly-Arg-Leu-OH (ga^(I#-^2) £#7c 0 
trans-^^^-^-Y/WLeu-Ile-Gly-Arg-Leu-^/V^^V-NHj ®B?!l##3) <D 

20 -g-fifefrife 

-&£fl(D^*£ (Carpino, L. A. et al. , J. Org. Chem. , 37, 3404-3409, 
1972) ^tpCT-a-^bfCo 

Ser-Phe-Leu-Leu-Arg-NE, (SFp-NH 2N 8!#I##4) <D-&$&j&: 
Fmoc-PAL-PEG-PS-resin (PE'W t^7AX) Sri. 33g (0. 17meq/g) #®C U 

25 Z.fbK-i?*?-fl<*A'&T% Kl0mLSrApx.T2~3^FlfflleWSU »JJt&Bf!R£*fc 

Fmoc-L-Arg(Pbf)-0H 519mg (PE^^-Y t^T^^) , Fmoc-L-Leu-0H 283mg 
($n%MW5M) . Fmoc-L-Leu-0H 283mg G^flfcHSXlfc) , Fmoc-L-Phe-OH 
305mg (fP3teM^X|£) \ Fmoc-L-Ser(tBu)-OH 307mg (PE^^-^^AX) £r 



5 



HPLC(A:0.02%TFA^H20 > B"0. 02%TFA^50%CH 3 CN) tftLHWtfc. # 
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^ifWfU itUCHATU (P&'Mtv'^rAX) ^#380mgJPxLfc o ±m<D ■ 
X) ^rfflv^-C^^fTo fc„ Lfc-<y^ K-«£TFA-H 2 0-:7 ^ y -/u- f 

y-ry^atv^^^ (8.8:0.5:0.5:0.2) ©^M-e3Bf^MSL-fc^, m 

^K&HPLC (A : H 2 O4«0. 02%TFA, B : BOroCHjCN'f'O. 02%TFA) «U*MU7c 0 
n^nrcm^W^^^VX, Ser-Phe-Leu-Leu-Arg-NH 2 (ia?U#-5§- 4 ) £r#7c 0 
Leu-Arg-Gly-Ile-Leu-Ser-]^ (IH#I#-S§-5, LRp-NH 2 ) (n&tf&jfe 
■ ±:l&frmm CT^f V&f&m*> 7 ^ U Fmoc-L-Ser (tBu) -OH 

307mg(PE^f;*-vO^AXX Fmoc-L-Leu-OH 283mg (WAKOK Fmoc-L-Ile-OH 
283mg(WAK0) % Fmoc-L-Gly-OH 238mg (BACHEM) x Fmoc-L-Arg (Pbf ) -OH 519mg(PE/^ 
^WrAX), Fmoc-L-Leu-OH 283mg(WAK0)^^{^Sb s i*U-HATU# 
380mg^(I^fc o tmVT^/m&C^fribmjzM.^ ^rff- K^6»I0NEER£r 

Leu-Arg-Gly-Ile-Leu-Ser-NH 2 ®a?(I##5) &#fc 0 

mmm 2 

^fCfi6«69Wi s t a r ^ h L/fc 0 «J«M.2 3 

± 2°C, fig5 0 ±5%*S«ktfl 2ftfo<DWtifl-4 9 (mm : 0 7 0 Ofrh 

1900) ©a^T^iawo^Hiwiwoa, ssgucetLfc. ^^w^r^i: 

l^figM 3 

:/tftff{Cj3Jt<S 7 y h^#t&te3t-t-<5 PAR- 2 7^ h^r^ K<3Dj^ 
IPkioV^t&ftLfc (IH1) 0 

7y^8SR*©a^tt^(b©*8fe (Iga, Y. et al. Jpn. J. Pharmacol., 
78, 373-80, 1998) JcJpCTfjofc 0 fip£>, 7 y htr-<> b^^^/U (50 
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mgAgttlffirtJft-^) -CJ&WU «2 mra^MILfcfc b^^Mt^S^ ^/W 
i-A*mte (BS^SfbXH^^tt) "Sr7 s> hTIS^#AUfc„ -a£H#TO 

8 *s i i o ^fcfro fc„ 

PAR-27^ b"<:7^K©#< tt7 5 /^f^-ftiot^StiS 
i£:;^£nb*LTl^ (Godin, D. et al. , Eur. J. Pharmaol. , 253, 225- 
30, 1994) i^>f>, SLp-NH^ 7 S> b «^/uitfW?3 tttt 57 5 7 -<7°^ 

YWi » N SLp-NH,i8f-^<0 1 #iiu Hl N 2. 5/zmol/kg b7t„ 

i&&WM*ti>1t a Ltf>u ^e^f^ffiiiSLp-NH^^^^tb^^-efe^^ 
8 *s i tj« i o ftm Km ^■c »mp-N^©^j»#tc jt^^ftiitt^te© 5t 

v tr 7i?^*5 -5 PAR— 27 x b ^7°^ £ 5 7 s> b M*$^^\rufi# 
/8<&;B;S#s#t£Kov^Tl^bfc (H12) 0 

SLp-NH^ 1 ~ 5 ju m o 1/kg ©fflftfc^V^/Sftft^fcjfc: 7 V b 
.i&Srjtii$*fc„ r^ftt^y h a— jV^T K~C <5 LRp-NH 2 f"i 5 /z m o 
1/kg fc*JV>X fe7yf ^^^fi^S^r^x.i 2 ^^^®?^^ i 1*3 
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f^fH-tevl/n— 18mg 

SLp— NH 2 i 5 m g 

f&ffi&^fc Kn ^r^n \£;Vt;vxi — X .1 2 m g 

t K P ^ v-^ p \£/v* — ^ 1 0 m g 

^TTUViY^V'^ i mg 

tf" lOOmg 



mm 

T^X^^ 2 0mg 
l&tH-fcvi'P— 18mg 

SLp-NH 2 1 5 m g 
f£g^ t K p ^rv^P fcVi^tr^b — 1 2 m g 

t F P =3r i^T" a fcVM f-;P-t;W a — x 1 0 m g 

x^t-jj i mg 

^tt- 1 0 0 m g 



mmm7 
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SLp-NH 2 1 5m g 
i£fft&ft t Kp 3f fcVUr/un 1 5 m g 

^fTUy^^^i. 2m g 

fUS 6 3 m g 

£fh lOOmg 



SLp-NH 2 1 5 m g 

{Stti&g tKn ^ v^n fcVUr^n — ^ 1 5 m g 

T^r^&'f-y 5 m g 
SlfiiS'A/^^^pf^/l^fer/Ha— ^-f M> !>A 5mg 

^fTUi^^W 2m g 

£J£ 6 3mg 

-^fj- 1 0 0 m g 



Sit**! 

SLp-NH 2 



1 Om g 
1 mg 
1 m g 

MA 

2 O OmL 



Si l o 
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SLp-NH 2 1 Omg 

mk-f-bVtrJ* 9 Omg 

MM. 

7kmk~rhv$j* mm. 

-raff 1 0 0 m L 



mmm 1 1 
mm 



m7 

SLp-NHj 5 0 m g 

17 0 Omg 

9 t^^lft^ ^/V 2 8 m g 

7 ^S^&^&T'n fcVl^ 1 2 m g 

^h^by^A 5mg 

-n tf 1 0 0 m L 



JIlSMi 2 
(7k«/SBS3?J) 
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*8 

SLp-NH 2 



36 



lmg 
700mg 

5 1 Omg 
0. O 6mg 
0. 0 0 5mg 

mm 



1 0 OmL 



mmm 1 3 

^9 

SLp-NH 2 2 0 0 m g 

TJlshJls 10 Omg 

TW^o^i^y^y 3 Omg 

17 0 Omg 
2 2 Omg 

Jf/U=i nyl/^^y 5 m g 

1 0 OmL 
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110 

SLp-NK, lOOOmg 

mkt°V K=3f->^ 1 0 Omg 

7 5; y^^/lsXjVfc^m lOOOmg 
^W^^n/H^ — 5 Omg 

^ £Sfe lOOOmg 

^y^tMJ!>A 2 20mg 

^/Va^g|^i3/Wv.^f^^ 2. 5mg 

?w t-r hv$A-£ tc nmm mm 

"off lOOmL 



n 1 5 

mi i 

SLp-NH 2 5 0 0 m g 

i/7/3^7^y 2 Omg 

L-r^^7^VM6*y «>A lOOOmg 

m^Piryv 1 40 0mg 

f^m-rbvzj* 2oom g 

TKSMb-^- h y * a * fcf±i» mm 

mwffiwk mm 

■a-ff . 1 0 0 m L 



MMffl 1 6 
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in 

SLp-NE, 2 0 0 0 m g 

7 7 idl/T^f^y^T- 7 I'tFT' K 5 0 m g 

VT/^y^y 20mg 

mti-h}) 7 J* 9 0 0mg 

7 =L.^^f- Y ]) 7 A 2 0 0mg 

^Vl^ =i Vlg^ n yW^S/'v 5 >" 2 . 5m g 

Tk^fbf - h y ^ A £ fcteig^ iii 

-£-f f lOOmL 



^Jfe^ll 1 7 

SLp-NH 2 2 5 0 m g 

gf-m-j- h V 7 & lOOmg 

9k7* 3 * ]) >■ 2600mg 

^^v^&^^^VV- 2 0mg 

^^v^M^^ 1 0 m g 
^ n a y — 2 5 0 m g 

^ y t^/n: 0 p U Ky looomg 

-g-ff lOOmL 



J»M 1 8 

mm 
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114 
SLp-NH 2 

yjv^.— h 8 o 



2 5 m g 
2 6 0 Omg 
1 0 Omg 
5 m g 



n ST 



1 0 OmL 



19 

SLp-NK, 5 0 0 m g 

8 00mg 
200mg 

ttfl^MJ*.* 5 0 Omg 

tuxirt? S—jV 3 00mg 

WMW^fo jgA 

"«"2i" . 1 0 OmL 



HSa0i| 2 o 
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mi 6 

SLp-NEj 0. lmg 

7[)y;«tM)!)A 6 0Omg 

^ i> y siszL— =f)V (BL-25) 3000mg 

7fc#^ 1700mg 

l&ik^^"? z^tyj* lOmg 

-a-ff lOOmL 



5*12 1 

mmi 

mi 7 

SLp-NH 2 1 5 0 m g 

%m.~}-YVt7& 50mg 

Ig-ffc^VfV^^A 5mg 

mkl-hWA. 6 5 0mg 

t bMpV^S;^ lOOmg 



^fh lOOmL 



mmm 2 2 
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in 

SLp-Mi, 7 0 0 m g 

^!>S£ 2 0 0 Omg 

a-is-tvy*^* hJJiX 5 00 Omg 

i&ffc^ /U^ n [> A 5 m g 



W" 10 OmL 



££fif$f 2 3 
^1 9 

SLp-NH 2 • 5 0 0 O m g 

*!7^ 1600mg 
*?W> 1000m g 

jKiIt*=/H^nJJ KyK3 0 20 0 Omg 

•ft~7^4 1/ 2 0 0 Omg 

#!Jxfi/y^i; 3 ^ (TO?i4 0 0 0) 

5 0 0 Omg 

^7t^rv^Ifipi 2 6 O m g 

^'7^^If^/P fcVl- 1 4 0 m g 



-n&f 1 0 0 0 m L 



H»J 2 4 
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SLp-NH 2 2 5 m g 

\£$? % Z/B 2 5 Omg 

}??^l/B6 10 Omg 

5 yB 12 0. 5mg 

jfi»t77^y^ 5 Omg 

IMb^/UhntT^A- 2 Omg 

£>ff lOOmL 



2 5 

5 (7fctt;»£lJ) 



S21 

SLp-NEj 1 0 m g 

5; >B 2 5 0 m g 

tf^^B6 10 Omg 

5: 3 Omg 

9 *S 9 is 2 5mg 

7 , Pt'tyi7/^yy 5 Omg 

2 5 Omg 

mm]) ^ 3 ° omg 

1 — ^ ^ h — 1 0 m g 

-^fh lOOmL 



;S£M 2 6 
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t22 



SLp-NH 2 lmg 

Ty^h-fy 5mg 

* 'f-wm.**^? %^ 5 m g 

7 7 t'^T-r^ i^ja 9 \s**f- K 1 0 m g 

^/v/oy75/^ny lOOmg 

2000mg 

rtmtf-hvz* mm 

mmmm* mm 

^ff- 1 O OmL 



mmm 2 7 
5 mm 



*2 3 



SLp-NE, 


1 0 0 Omg 




1 0 Omg 


mt-r h v 


9 0 Omg 




2 0 Omg 




2 Omg 




1 Om g 


0 . 1 N&m. 










1 0 OmL 



mmm 2 8 
mm 
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1 O Omg 
1 g 



1 0 OmL 



5 t2 5 

H^hM-U^i* 5 Omg 

VlF/l'a — !> -A 5 m g 

Sfrffc-?- h y 6 5 Omg 

Tksfe^h y »>a mm 

-^ft 10 OmL 



2 9 

mm 

^2 6 
SLp-NE, 



n pT 



1 m g 



1 OmL 



10 



mmm 3 0 

mm 
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m2 7 

SLp-NH, lOmg 

0 7 lOOmg 

&fc1-bV&A 5 0 0mg 

700mg 

* PJP 5 0 m g 

y^lf^m*}) tJ* 2 0 0mg 



s+ 10 OmL 



^1SM3 1 

mm 

5 S28 



SLp-M^ 5 0 0 m g 

h8 0 lOOmg 

Mt-)- h V $ A 5 0 0mg 

MfcXVVJ* 15 0mg 

y ^m2*mi-h}) 2oo mg 

3 0 0mg 

M^tK it* 

l^ff 1 0 OmL 



MMM 3 2 
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i»2 9 

SLp-NH 2 lmg 

tH ]} y/W<— h 8 0 100 mg 

mtj-hVVJ* 5 0 0mg 

Tftt^gg 7 5 0mg 

^rj7# 5 0mg 

mm 

■&ft 1 0 0 m L 



m3 o 

SLp-NH 2 1 0 0 m g 

0 7 lOOmg 

mt~rbV$J* 4 5 0mg 

mtZW-?* lOOmg 

y^27k*^hy^^ 2 0 0mg 

7fr$$> ' 2 O Om g 

TA"*-/u& VT% y =^3-;\"? V i/is l o m g 

-£f+ lOOmL 



mmm 3 4 
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^3 1 

SLp-NH, ! g 

2 g 

pft^^-f^ 2g 

^^^=¥i^E#S6^/^ 0. Olg 

'^^S^AWk/abTA' 0. Olg 

-a tf 1 0 0 g 



»J3 5 

SLp-NHj 0. lg 

^SM^W > 5 g 

^ft 10 0. 0 g 

5 MMffl 3 6 

^3 3 

SLp-NE, 5 g 

gS6^77^ >- 1 0 g 

HI*! 7 /0V 5g 

ioo. o g 



MM 3 7 
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*3 4 

SLp-NH 2 0 . 0 1 g 

Jf})1zy^ 2 g 

yu trvi/^y i g 

»^77^y . 2g 

v^SW^ ^ 0 • 0 3 g 

^y t^rv-glf^P bVV 0. 01 g 

g-fey-feuv sift 

^ff 1 0 0 g 



3 8 

m^mm - mm* 

SLp^NHj, 1 0 0 m g 

mt-r b y i?^ soomg 

»y!>A 3 00mg 

mttt/^ V A (MtK) 1 0 0 m g 

W^r ^ v- ? 1 0 0 m g 

gj-g^?- h y 57 A (3tK?PW 6 0 0mg 

^xy^thP!7A (^StK) 9 0 0mg 

^^7K^ h y !7A (^tK) 200mg 

D-^/Vn-^ (MtK) 15 0mg 
1 NMM 

<g-ff- lOOmL 
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mmm, mmm. nxm^ mm&m. ^mis^m^mmm^mh 

SEQ ID NO:l 

10 Designed peptide having PAR-2 agonist activity. The C-terminal amino 

acid residue is amidated. 
SEQ ID N0:2 

Designed peptide having PAR-2 agonist activity. The C-terminal amino 
acid residue is hydroxy lated. 
15 SEQ ID NO: 3 

Designed peptide having PAR-2 agonist activity. Xaa at 1 is trans- 
cynnamoyl-Leu. Xaa at 6 is Orn. The C-terminal amino acid residue is 
amidated. 
SEQ ID NO: 4 

20 Designed peptide having PAR-1 and PAR-2 agonist activity. The C-terminal 



amino acid residue is amidated. 



SEQ ID NO: 5 



Designed control peptide. The C-terminal amino acid residue is amidated. 



25 



WO 01/47556 



PCT/JP00/08687 



50 

* © IS ffl 

3. ^^^K^\ Ser-Leu-Ile-Gly-Arg-Leu-NE, (g&PM^rl) . Ser-Leu- 
Ile-Gly-Arg-Leu-OH (IB^IIHI- 2 ) *d it/trans-iXV^^E-^'/^-Leu-Ile-Gly- 

6 . ^^^^^ mn%®rm& z tc teis^i- & 

9 . DD S «Kb£;ftrCV^ i i: Sr#mi:-r.5ff*« 1 ~ 8 <Wf 1 ^ 

i o . m^MMMit^x^ n t frmmk-f-zm^ i~9 ©wf 
i l. BSMa^^fes^^^TOti-aif^i-g^v^n^i^lB 
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is. m&m i~8 <D\,*r tit* i mmm<Dwmfrm&mm$m*i&m&)\zi& 
i 6 . i ~ s <d v vf tb»» i ^^(Dms^mmmma^ts 
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1/2 



mi 




o -\ j 1 1 1 1 1 1 1 1 1 1 

01 2 3456789 10 

SLp-NH 2 J£^<7)B^ (#) 
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ST 2 
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SEQUENCE LISTING 

<110> Fuso Pharmaceutical Industries Ltd. 

<120> Composition for tear salivation 

<130> 169165 

<160> 5 

<210> 1 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<221> AMIDATION 
<222> 6 

<223> Designed peptide having PAR-2 agonist activity. The C-terminal 
amino acid residue is amidated. 

. <400> 1 
Ser Leu He Gly Arg Leu 
1 . 5 

<210> 2 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<22I> MOD RES 
<222> 6 

<223> Designed peptide having PAR-2 agonist activity. The C-terminal 
amino acid residue is hydroxylated. 

<400> 2 

Ser Leu He Gly Arg Leu 
.1 5 

<210> 3 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<221> M0D_RES 
<222> 1 
<221> M0D_RES 
<222> 6 

<221> AMIDATION 
<222> 6 

<223> Designed peptide having PAR-2 agonist activity. Xaa at 1 is trans- 
cynnamoyl-Leu. Xaa at 6 is Orn. The C-terroinal amino acid residue is 
ami dated. 

s 

<400> 3 

Xaa He Gly Arg Leu Xaa 
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1 5 

<210> 4 
<211> 5 
<212> PRT 

<213> Artificial Sequence 
<220> 

<221> AMIDATION 
<222> 5 

<223> Designed peptide having PAR-1 and PAR-2 agonist activity. The C- 
terminal amino acid residue is amidated. 

<400>'4 

Ser Phe Leu Leu Arg 
1 5 

<210> 5 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<221> AMIDATION 
<222> 6 

<223> Designed control peptide. The Oterminal amino acid residue is ■ 
amidated. 



<400> 5 
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Leu-Arg-Gl y-I 1 e-Leu-Ser 
1 5 
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